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* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 

BEILSTEIN: Reload and Implementation of a New Subject Area 
ZDB will be removed from STN 

US Patent Applications available in IFICDB, IFIPAT, and IFIUDB 

Records from IP.com available in CAPLUS, HCAPLUS, and ZCAPLUS 

BIOSIS Gene Names now available in TOXCENTER 

Federal Research in Progress (FEDRIP) now available 

New e-mail delivery for search results now available 

MEDLINE Reload 

PCTFULL has been reloaded 

FOREGE no longer contains STANDARDS file segment 
USAN to be reloaded July 28, 2002; 
saved answer sets no longer valid 
Enhanced polymer searching in REGISTRY 
NETFIRST to be removed from STN 
CANCERLIT reload 

PHARMAMarket Letter (PHARMAML) - new on STN 
NTIS has been reloaded and enhanced 
Aquatic Toxicity Information Retrieval (AQUIRE) 
now available on STN 

IFIPAT, IFICDB, and IFIUDB have been reloaded 

The MEDLINE file segment of TOXCENTER has been reloaded 

Sequence searching in REGISTRY enhanced 

JAPIO has been reloaded and enhanced 

Experimental properties added to the REGISTRY file 

Indexing added to some pre-1967 records in CA/CAPLUS 

CA Section Thesaurus available in CAPLUS and CA 

CASREACT Enriched with Reactions from 1907 to 1985 



NEWS EXPRESS February 1 CURRENT WINDOWS VERSION IS V6.0d, 

CURRENT MACINTOSH VERSION IS V6.0a(ENG) AND V6.0Ja(JP), 
AND CURRENT DISCOVER FILE IS DATED 05 FEBRUARY 2002 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



************* STN Columbus *************** 



FILE 'HOME' ENTERED AT 20:08:06 ON 03 OCT 2002 
=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY' ENTERED AT 20:08:18 ON 03 OCT 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
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COPYRIGHT (C) 2002 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 2 OCT 2002 HIGHEST RN 458522-67-3 
DICTIONARY FILE UPDATES: 2 OCT 2002 HIGHEST RN 458522-67-3 

TSCA INFORMATION NOW CURRENT THROUGH MAY 20, 2002 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http: //www. cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 

=> 

LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 

20 C M2 

Page 1-A 

p2 26 



M123 /// 

Page 1-B 
0 32 S 33 

30 31 

29 CM3 C C 

M2 E3 

Page 1-D 



@4 




Page 1-E 
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Page 2-F 
VAR Gl=29/30 
VAR G2=32/33 

REP G19= (0-1) 20-19 20-23 
REP G20= (0-1) 10-9 10-11 
VPA 7-4/5/6 S 
NODE ATTRIBUTES: 
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DEFAULT MLEVEL IS ATOM 

MLEVEL IS CLASS AT 7 9 10 19 20 29 30 31 32 33 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
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RSPEC I 

NUMBER OF NODES IS 33 
STEREO ATTRIBUTES: NONE 



=> s 11 

SAMPLE SEARCH INITIATED 20:14:05 FILE 1 REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 10 TO ITERATE 

100.0% PROCESSED 10 ITERATIONS 

SEARCH TIME: 00.00.02 



2 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE **COMPLETE** 
BATCH * *COMPLETE* * 

11 TO 389 
2 TO 124 



L2 



2 SEA SSS SAM LI 



=> s 11 full 

THE ESTIMATED SEARCH COST FOR FILE 'REGISTRY 1 IS 139.90 U.S. DOLLARS 
DO YOU WANT TO CONTINUE WITH THIS REQUEST? (Y) /N or END : y 
FULL SEARCH INITIATED 20:14:18 FILE 1 REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 310 TO ITERATE 



100.0% PROCESSED 310 ITERATIONS 

SEARCH TIME: 00.00.06 



48 ANSWERS 



L3 



48 SEA SSS FUL LI 



=> file hcaplus 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
143.70 



TOTAL 
SESSION 
143.91 



FILE 1 HCAPLUS 1 ENTERED AT 20:14:30 ON 03 OCT 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE " HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 3 Oct 2002 VOL 137 ISS 14 
FILE LAST UPDATED: 2 Oct 2002 ( 20021002/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

CAS roles have been modified effective December 16, 2001. Please 
check your SDI profiles to see if they need to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in this file. 

=> s 13 

L4 4 90 L3 
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=> s 13/thu 

490 L3 
466819 THU/RL 
L5 324 L3/THU 

(L3 (L) THU/RL) 

=> s 15 and method 

2340863 METHOD 

982149 METHODS 
3048039 METHOD 

(METHOD OR METHODS) 
L6 92 L5 AND METHOD 

=> s 16 and diab? 

94540 DIAB? 
L7 56 L6 AND DIAB? 

=> s 17 and mellit? 

53014 MELLIT? 
L8 44 L7 AND MELLIT? 

=> s 18 and pd < may 20 1999 

19621278 PD < MAY 20 1999 
(PD<19990520) 
L9 17 L8 AND PD < MAY 20 1999 

=> d 19, ibib abs fhitstr, 1-17 

L9 ANSWER 1 OF 17 HCAPLUS COPYRIGHT 2002 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000:362595 HCAPLUS 
133:13403 

Adipocyte containing ob gene promoter for screening 
modulators useful in treatment of anorexia, obesity, 
and other diseases 

Briggs, Michael R. ; Auwerx, Johan; De Vos, Piet; 
Staels, Bart; Croston, Glenn E. ; Miller, Stephen G. 
Ligand Pharmaceuticals Inc., USA 

U.S., 64 pp., Cont .-in-part of U.S. Ser. No. 558,588, 

abandoned. 

CODEN: USXXAM 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 6068976 A 20000530 

CA 2215387 AA 19960926 

PRIORITY APPLN. INFO.: 



US 1996-618100 
CA 1996-2215387 

B2 
B2 
B2 
B2 
P 
P 
P 



US 


1995- 


408584 


US 


1995- 


418096 


us 


1995- 


510584 


us 


1995- 


558588 


us 


1995- 


7390P 


us 


1995- 


7721P 


us 


1995- 


8601P 



19960319 
19960319 

19950320 
19950405 
19950802 
19951030 
19951121 
19951130 
19951214 



AB This invention relates to the isolation and cloning of the promoter and 
other control regions of a human ob gene. It provides a method for 
identifying and screening for agents useful for the treatment of diseases 
and pathol. conditions affected by the level of expression of an ob gene. 
These agents interact directly or indirectly with the promoter or other 
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control regions of the ob gene. A PPARy agonist, BRL49653, has been 
identified to be useful in treating anorexia, cachexia, and other diseases 
characterized by insufficient food intake or body wt . loss. Modulators of 
ob gene expression may be used to treat other diseases such as obesity, 
diabetes, hypertension, cardiovascular diseases and infertility. 
IT 122320-73-4 , BRL49653 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use) ; BIOL (Biological 
study); USES (Uses) 

(PPARy agonist; adipocyte contg. ob gene promoter for screening 
modulators useful in treatment of anorexia, obesity, and other 
diseases) 
RN 122320-73-4 HCAPLUS 

CN 2, 4-Thiazolidinedione, 5- [ [4- [2- (methyl-2-pyridinylamino) ethoxy] phenyl] met 
hyl]- (9CI) (CA INDEX NAME) 



PAGE 1-A 




N— Me 



REFERENCE COUNT: 



PAGE 2-A 




THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L9 ANSWER 2 OF 17 HCAPLUS COPYRIGHT 2002 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE: 



1999:316557 HCAPLUS 
130:332912 

Activators of the nuclear orphan receptor peroxisome 
proliferator-activated receptor gamma for treatment of 
diabetes and cardiovascular disorders 

Kliewer, Steven Anthony; Lehmann, Jurgen M.; Willson, 
Timothy M. 

Glaxo Wellcome Inc., USA 

U.S., 9 pp., Cont. of U.S. Ser. No. 804,310, 
abandoned. 
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CODEN: USXXAM 



APPLICATION NO. DATE 



US 1998-28988 19980225 

US 1998-207936 19981209 
US 1994-363482 19941223 
US 1995-386394 19950210 
US 1997-804310 19970221 
US 1998-28988 19980225 
OTHER SOURCE(S): MARPAT 130:332912 

AB The present invention provides activator compels., including agonists, to 
the peroxisome prolif erator-activated receptor gamma. Particular 
PPARy activators are set forth, as are a pharmaceutical compn. for 
treating diabetes, non-insulin-dependent diabetes mellitus, 
cardiovascular disorders, and methods for such treatment. Also claimed 
is a method of identifying activator compds . 

IT 173792-21-7 

RL: ARG (Analytical reagent use); THU (Therapeutic use); BSU 
(Biological study, unclassified); THU (Therapeutic use); ANST 
(Analytical study); BIOL (Biological study); PROC (Process); USES (Uses) 

(for identifying PPAR y-interacting compds. useful as drugs; 

activators of peroxisome prolif erator-activated receptor gamma for 

treatment of diabetes and cardiovascular disorders) 
RN 173792-21-7 HCAPLUS 

CN 2, 4-Thiazolidinedione, 5- [ [4- [2- (methyl-2-pyridinylamino) ethoxy] phenyl] met 
hyl]-, labeled with tritium (9CI) (CA INDEX NAME) 



PAGE 1-A 




PAGE 2-A 



DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE 



US 5902726 A 19990511 

US 5994554 A 19991130 

PRIORITY APPLN. INFO. : 
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REFERENCE COUNT: 



23 THERE ARE 23 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




OF 17 HCAPLUS COPYRIGHT 2002 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 



SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB Objective: 



1999:167677 HCAPLUS 
131:124868 

Systemic exposure to rosiglitazone is unaltered by 
food 

Freed, M. I.; Allen, A.; Jorkasky, D. K.; DiCicco, 
A. 

SmithKline Beecham Clinical Pharmacology Unit, 
Presbyterian Medical Center of the University of 
Pennsylvania Health System, 51 North 39th Street, 
Philadelphia, PA, 19104, USA 

European Journal of Clinical Pharmacology (1999), 
55(1), 53-56 

CODEN: EJCPAS; ISSN: 0031-6970 

Springer-Verlag 

Journal 

English 

To evaluate the effect of food on the bioavailability and 



R. 



pharmacokinetics of the insulin sensitizer rosiglitazone. Methods: In a 
randomized, open-label, period-balanced, single-dose, crossover study, 
rosiglitazone 2 mg was administered to 12 healthy male volunteers either 
in the fasting state or following a std. high-fat breakfast. The primary 
end points of the study were AUCO-inf and Cmax. Results: Single oral 
doses of rosiglitazone were safe and well tolerated. Overall exposure to 
rosiglitazone was unaffected by food. The geometric mean ratio of 
AUC(O-inf) in the fed:fasted regimens was 0.94 (95% CI: 0.82, 1.06); 
tl/2was unaffected. Absorption of rosiglitazone in the fed state was more 
gradual and sustained than in the fasted state. Cmax was reduced by 
approx. 20% (point est. 0.80; 95% CI 0.65 to 0.97) and tmax was modestly 
delayed in the fed state. Conclusion: These data support dosing 
guidelines that will permit the administration of rosiglitazone without 
regard to meals for treatment of type 2 diabetes mellitus . 
IT 122320-73-4 , Rosiglitazone 

RL: BPR (Biological process); BSU (Biological study, unclassified); 
THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(bioavailability of antidiabetic rosiglitazone is unaltered by food 
intake in humans) 
RN 122320-73-4 HCAPLUS 

CN 2, 4-Thiazolidinedione, 5- [ [4- [2- (methyl-2-pyridinylamino) ethoxy] phenyl] met 
hyl]- (9CI) (CA INDEX NAME) 
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PAGE 1-A 




N— Me 



REFERENCE COUNT: 




PAGE 2-fl 



21 THERE ARE 21 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 4 OF 17 HCAPLUS COPYRIGHT 2002 ACS 




ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999: 81575 HCAPLUS 
130: 134189 

Treatment of diabetes with a thiazolidinedione, an 
insulin secretagogue, and an cc-glucosidase 
inhibitor 

Buckingham, Robin Edwin; Smith, Stephen Alistair 

Smithkline Beecham PLC, UK 

PCT Int. Appl. , 20 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 9903478 

W: AL, 
DK, 
KP, 
NO, 
UA, 

RW: GH, 
FI, 
CM, 

AU 9884490 

EP 1001784 



AM, 
EE, 
KR, 
NZ, 
UG, 
GM, 
FR, 
GA, 



Al 

AT, AU, 
ES, FI, 
KZ, LC, 
PL, PT, 
US, UZ, 
KE, LS, 
GB, GR, 
GN, GW, 

Al 

Al 



19990128 

AZ, BA, BB, 

GB, GE, GH , 

LK, LR, LS , 

RO, RU, SD, 

VN, YU, ZW, 

MW, SD, SZ, 

IE, IT, LU, 

ML, MR, NE, 

19990210 

20000524 



APPLICATION NO. DATE 

WO 1998-GB2112 19980716 

BG, BR, BY, CA, CH, CN, CU, CZ, DE, 
GM, HR, HU, ID, IL, IS, JP, KE, KG, 
LT, LU, LV, MD, MG, MK, MN, MW, MX, 
SE, SG, SI, SK, SL, TJ, TM, TR, TT, 
AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
UG, ZW, AT, BE, CH, CY, DE, DK, ES, 
MC, NL, PT, SE, BF, BJ, CF, CG, CI, 
SN, TD, TG 

AU 1998-84490 19980716 
EP 1998-935129 19980716 
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R: AT, BE, 


CH, DE, 


DK, ES, FR, 


GB, GR, IT 


, LI, LU, 


NL, SE, 




IE, SI, 


FI, RO 










BR 


9810292 


A 


20000919 


BR 1998- 


10292 


19980716 


JP 


2001510160 


T2 


20010731 


JP 2000- 


502777 


19980716 


ZA 


9806364 


A 


20000117 


ZA 1998- 


6364 


19980717 


NO 


2000000230 


A 


20000117 


NO 2000- 


230 


20000117 


US 


2002052324 


Al 


20020502 


US 2001- 


989572 


20011120 



PRIORITY APPLN. INFO. : GB 1997-15298 A 19970718 



WO 


1998 


-GB2112 


W 


19980716 


US 


1999 


-445908 


Al 


19991215 



AB A method and compn. are disclosed for the treatment of diabetes 

mellitus and conditions assocd. with diabetes mellitus in a mammal. 
The method comprises administering an effective nontoxic and 
pharmaceutical^ acceptable amt . of an insulin sensitizer, an insulin 
secretagogue and an a-glucosidase inhibitor antihyperglycemic agent 
to a mammal in need thereof. 

IT 122320-73-4 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use) ; BIOL (Biological 
study); USES (Uses) 

(thiazolidinedione, insulin secretagogue, and a-glucosidase 
inhibitor for diabetes treatment) 
RN 122320-73-4 HCAPLUS 

CN 2, 4-Thiazolidinedione, 5- [ [4- [2- (methyl-2-pyridinylamino) ethoxy] phenyl] met 
hyl]- (9CI) (CA INDEX NAME) 




PAGE 2-A 




REFERENCE COUNT: 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L9 ANSWER 5 OF 17 HCAPLUS COPYRIGHT 2002 ACS 



Full 




Text 


Fief e fences 



11 of 47 



10/3/02 8:22 PM 



wysiwyg://DisplayFrame.RFr^ 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999:81574 HCAPLUS 
130: 134188 

Treatment of diabetes with a thiazolidinedione, an 

insulin secretagogue, and a biguanide 

Buckingham, Robin Edwin; Smith, Stephen Alistair 

Smithkline Beecham PLC, UK 

PCT Int. Appl. , 19 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 9903477 



Al 



19990128 



APPLICATION NO. DATE 



WO 1998-GB2110 19980716 



W: 



RW: 



AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, DE, 

DK, EE, ES, FI, GB, GE, GH, GM, HR, HU, ID, IL, IS, JP, KE, KG, 

KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, 

NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, 

UA, UG, US, UZ, VN, YU, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

GH, GM, KE, LS, MW, SD, SZ, UG, ZW, AT, BE, CH, CY, DE, DK, ES, 

FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, CG, CI, 
CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

19980716 

19980716 



AU 


9884488 


Al 


19990210 


AU 


1998-84488 


EP 


1001783 


Al 


20000524 


EP 


1998-935127 




R: AT, BE, 


CH, DE, 


DK, ES, FR, 


GB, GR, IT, LI, : 




IE, SI, 


FI, RO 








BR 


9810445 


A 


20000905 


BR 


1998-10445 


JP 


2001510159 


T2 


20010731 


JP 


2000-502776 


ZA 


9806363 


A 


20000117 


ZA 


1998-6363 


NO 


2000000228 


A 


20000117 


NO 


2000-228 


US 


2002016287 


Al 


20020207 


US 


2001-939470 



PT, 



PRIORITY APPLN. INFO. 



GB 


1997 


-15295 


WO 


1998 


-GB2110 


US 


1999 


-446039 



A 
W 



19980716 
19980716 
19980717 
20000117 
20010824 
19970718 
19980716 



Al 19991215 



AB 



A method and compn. are disclosed for the treatment of diabetes 
mellitus and conditions assocd. with diabetes mellitus in a mammal. 
The method comprises administering an effective nontoxic and 
pharmaceutically acceptable amt . of an insulin sensitizer, an insulin 
secretagogue and a biguanide antihyperglycemic agent to a mammal in need 
thereof. 
IT 122320-73-4 
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This invention relates to novel polymorphic/pseudopolymorphic forms of 
5- [4- [2 [N-methyl-N- (2-pyridyl) amino] ethoxy] benzyl] thiazolidine-2 , 4-dione 
maleate (I) . The invention also relates to a pharmaceutical compn. 
comprising the novel polymorphic form or their mixt . and a 
pharmaceutically acceptable carrier. The polymorphic forms of the 
present invention are more active, as antidiabetic agent, than the 
hitherto known 5- [4- [2- [N-2-methyl-N- (2-pyridyl) amino] ethoxy] benzyl] 
thiazolidine-2, 4-dione maleate. I was dissolved in ethanol and was 
allowed to cool to room temp, over a period of 18 h to yield 80% of >99% 
pure polymorphic form of I . 
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AB PPARy is a ligand-activated transcription factor and functions as a 

heterodimer with a retinoid X receptor (RXR) . Supraphysiol . activation of 
PPARy by thiazolidinediones can reduce insulin resistance and 
hyperglycemia in type 2 diabetes, but these drugs can also cause wt. gain. 
Quite unexpectedly, a moderate redn. of PPARy activity obsd. in 
heterozygous PPARy-def icient mice or the Prol2Ala polymorphism in 
human PPARy, has been shown to prevent insulin resistance and 
obesity induced by a high-fat diet. In this study, we investigated 
whether functional antagonism toward PPARy/ RXR could be used to 
treat obesity and type 2 diabetes. We show herein that an RXR antagonist 
and a PPARy antagonist decrease triglyceride (TG) content in white 
adipose tissue, skeletal muscle, and liver. These inhibitors potentiated 
leptin's effects and increased fatty acid combustion and energy 
dissipation, thereby ameliorating HF diet-induced obesity and insulin 
resistance. Paradoxically, treatment of heterozygous PPARy- 
deficient mice with an RXR antagonist or a PPARy antagonist depletes 
white adipose tissue and markedly decreases leptin levels and energy 
dissipation, which increases TG content in skeletal muscle and the liver, 
thereby leading to the re-emergence of insulin resistance. Our data 
suggested that appropriate functional antagonism of PPARy/RXR may be 
a logical approach to protection against obesity and related diseases such 
as type 2 diabetes. 
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